Introduction
Out-of-hospital cardiac arrest (OHCA) is a leading cause of death in the industrialized world [1] [2] [3] . Over 350,000 people experience OHCA each year in the United States (US), while an additional 200,000 patients experience in-hospital cardiac arrest (IHCA) [4] [5] [6] . The Global Registry of Acute Coronary Events (GRACE) Registry found that cardiac arrest was an independent prognostic factor for in-hospital mortality [3] [7]. Despite advancements in resuscitation guidelines and techniques, survival rates remain low for both OHCA (9.5%) and IHCA (23.9%) [3] [6] [8] [9] .
Coronary artery disease (CAD) plays a major role in acute coronary syndrome (ACS), and is the most important cause of OHCA [10] . Clinical and pathological analysis suggest that CAD, cardiac dysrhythmia, cardiomyopathy, or hypertensive heart disease increase the risk of ACS [11] . Risk factors such as smoking, elevated lipids, inactivity, diabetes mellitus, and obesity also contribute to CAD [12] [13] .
The 2013 American College of Cardiology Foundation and American Heart Association (ACCF/AHA) guidelines recommend immediate angiography and percutaneous coronary intervention (PCI) in resuscitated OHCA patients whose initial electrocardiogram (ECG) show ST-segment elevation myocardial infarction (STEMI) [14] . There is increasing evidence that PCI should be considered in all OHCA patients for whom a cardiac etiology cannot be clinically excluded, regardless of electrocardiogram (ECG) findings. Dumas et al. studied 435 patients with return of spontaneous circulation (ROSC) and found at least one significant coronary artery lesion in nearly all patients with ST-elevation [1] . Furthermore, coronary artery lesions were also present in over 50% of patients without ST-segment elevation [1] . Successful PCI was associated with a significant survival advantage for both ST-elevation (51% vs. 31%, p < 0.001) and the non-ST elevation patients (47% vs. 31%, p < 0.001), compared to patients not receiving PCI [1] . Given the high incidence of ACS in patients with OHCA, guidelines recommend immediate angiography in all resuscitated OHCA patients suspected of ACS regardless of ECG finding [1] [8] . Despite these current recommendations, the real world use of PCI in this setting remains low.
Currently there are few cohort studies examining the utilization of PCI after OHCA and its effect on survival. The Kunadian et al. study and the Dumas et al. studies are both retrospective studies examining the utilization of PCI for OHCA in United Kingdom and Parisian population respectively [1] [3] . The current study examined a large cohort of OHCA patients from the Nationwide Inpatient Service (NIS) database to compare demographic and clinical differences between those who received PCI and those who did not, and the impact of PCI on survival.
Methods
Data for the current study was extracted from the Nationwide Inpatient Sample (NIS) database, a part of the Healthcare Cost and Utilization Project (HCUP) of the Agency for Healthcare Research and Quality (AHRQ) database, between 2001 and 2011. The NIS is the largest all-payer inpatient care database in the US, containing data on more than eight million hospital stays from over 1000 hospitals. All patients identified to have had OHCA were identified and exported to IBM SPSS ® v20.2. ICD-0-CM code 427.5 was utilized. Demographic and clinical data extracted included age, gender, race, admission source, primary expected payer, and preexisting comorbidities. Endpoints examined included length of stay (LOS), and overall inpatient mortality. Patients who received primary percutaneous coronary intervention (PCI), as a primary procedure, was identified using ICD-9 code 00.66, 00.40 -00.48. Data was compared across the two subgroups: patients who received primary percutaneous coronary intervention and those who did not. Categorical variables were compared using the Chi-square test, and continuous variables were compared using student t-test and analysis of variance (ANOVA). Multivariate analysis using the "backward Wald" method was performed to calculate odds ratios (OR) and determine independent factors which increased the risk of mortality following cardiac arrest. All reported data was included in the calculations and analysis, including frequencies and multivariate analysis. The total number of patients included in the analysis for each variable has been reported in the corresponding tables. Statistical significance was accepted at the level of p < 0.05.
Results
There were 247,456 patients who had OHCA reported in the NIS database over the 11-year period (2001-2011) ( Table 1 ). There were 11,111 (4.5%) patients who received PCI and 236,345 (95.5%) patients who did not receive PCI.
Demographic Characteristics
The mean age for all OHCA patients was 66 ± 19 years (Table 1) . Patients who received PCI were younger than those who did not receive PCI (mean age of 64 ± 13 years vs. 66 ± 19 years). A greater proportion of patients who received PCI were between the age of 50 and 64 years old (38.0% vs. 23.4%), while a lower percentage of patients receiving PCI were <50 years (14.1% vs. 16.6%) and >65 years (47.9% vs. 60.0%), p < 0.001. The majority of patients who developed OHCA were males (54.2%) with a male to female (M:F) ratio of 1.18:1. More males underwent PCI than females (66.5% vs. 33.5%, p < 0.001). Among those who received PCI, 79.6% (N = 6931) were Caucasian, 7.7% (N = 675) were African American, 6.5% (N = 563) were Hispanic, and 6.2% (N = 541) were designated as "other". A significantly greater proportion of patients who received PCI were Caucasians (79.6% vs. 68.3%) while fewer patients who received PCI were African Americans (7.7% vs. 16.3%) and Hispanics (6.5% vs. 9.2%), p < 0.001.
Overall, most patients who developed OHCA were admitted from the emergency room (ER) (67.5%), or transferred from home (21.9%) or another hospital (7.7%). A smaller proportion of patients who received PCI were admitted from the ER (62.7% vs. 
Clinical Outcomes
Patients who received PCI had an equivalent LOS to those who did not (9 ± 10 days vs.
9 ± 15 days) ( Table 3 ). The overall in-hospital mortality rate for patients who developed cardiac arrest was 63.7%, however, it was significantly lower in PCI patients compared to those not receiving PCI (28.3% vs. 65.4%, p < 0.001).
Multivariate Analysis
Multivariate analysis identified age > 65 (OR 1.6), female gender (OR 1.1), African 
Discussion
Coronary artery disease is a leading cause of morbidity and mortality in both men and women in industrialized countries [15] . In the US, there are over 350,000 cases of OHCA and over 200,000 cases of IHCA each year [5] . According to the American College of Cardiology Foundation/American Heart Association (ACCF/AHA) guidelines, PCI is a Class I-A recommendation following cardiac arrest secondary to ischemic-mediated events, including acute coronary syndrome (ACS) [16] . CAD has been the leading cause of OHCA, and the AHA 2010 Cardiopulmonary Resuscitation and Emergency Cardiovascular Care guidelines recommend emergent activation of coronary reperfusion protocols when there is high suspicion of acute myocardial infarction, regardless of EKG findings [17] . The two absolute contraindications to PCI are single vessel disease without proximal left anterior descending (LAD) artery involvement and when there are no anatomical or physiological indications for revascularization [16] .
This study showed that overall mortality was significantly lower in OHCA patients who undergo PCI (28.3% vs. 65.4%, p < 0.001). Despite guideline recommendations, improved survival, and few contraindications to PCI use, there continues to be disparities in race, sex, age, and insurance coverage which limit access to this life saving therapy.
In the current study, 79.6% of PCI patients were Caucasian, while only 7.7% were African American and 6.5% were Hispanic. The discrepancy between ethnicities for healthcare access has been longstanding and is well documented. Bradley et al. conducted a retrospective observational study of over 37,000 patients from 434 unique hospitals, concluding that Caucasians accounted for 85.3% of those who received PCI, while 5.0% were African Americans, and 3.5% were Hispanic [18] . Not only were African Americans and Hispanics significantly less likely to receive PCI compared to Caucasians, but the time in which they received treatment was also significantly increased.
The mean door-to-balloon (D2B) time across all hospitals was 122.3 minutes for African Americans, 114.8 minutes for Hispanics, and 103.4 minutes for Caucasians [18] .
The current recommendations are that PCI should be performed in OHCA patients within 90 minutes of first medical contact at a hospital with PCI capability and within 120 minutes at a hospital without PCI capability [16] . After adjusting the model to take into account age, sex, insurance providers, hospital characteristics, and time of presentation, the model was attenuated, but D2B times still remained 8.7 minutes longer (95% CI, 6.7 -10.8) for African Americans and 3.7 minutes longer (95% CI, 1.3 -6.1) for
Hispanics when compared to Caucasians [18] .
In addition to race, gender disparities are also present in access to PCI after OHCA.
This study showed that 66.5% of the patients who received PCI were male while only 33.5% were female. Males are more likely than females to have an OHCA (54.2% vs.
45.8%). Although males had a greater incidence of OHCA, there is a large discrepancy between the percentage of females having an OHCA and the percentage receiving PCI.
Jackson et al. studied over 8000 similar patients from 34 hospitals and reported that only 28.9% of the cohort receiving PCI was female. There was no significant difference in the study between men and women having a cardiac arrest (7.3% vs. 7.8%, p = 0.41).
Further, the mean D2B time was significantly longer for females compared to males (94 vs. 85 minutes, p < 0.001) [19] . The authors found that women tend to be undertreated and are less likely to receive aspirin before PCI, even in the presence of multiple comorbidities [19] . Similarly, Jneid et al. studied over 78,000 similar patients in 420 US hospitals, in which 38% of the cohort were women [20] . Compared to men, women were less likely to receive PCI (36.1% vs. 52.3%, p < 0.0001) and had prolonged D2B time (103 vs. 95 minutes, p < 0.0001) [20] . The current study documented that younger patients (64 ± 13 vs. 66 ± 19 years, p < 0.001) were more likely to receive PCI compared to the elderly, patients aged 65 and older. Patients between 50 -64 years old received PCI more often than patients >65. A multicenter prospective observational study of over 11,000 patients conducted by Mylotte et al. demonstrated that the severity of coronary artery disease varied significantly by age. The mean age for patients presenting with single vessel disease was 56.1 ± 13.6 years compared to patients presenting with multi-vessel disease was 67.2 ± 12.1 years [21] . Community studies have also shown that elderly patients are less likely to undergo revascularization due to decreased efficacy and increased complications [22] . Furthermore, there has been a paucity of evidence to guide therapy in the elderly population, since most clinical trials excluded this advanced age group [22] .
This current study clearly demonstrates that access to PCI may be biased depending on patient insurance status, though this is difficult to determine precisely since the mean age of the patient cohort is over the Medicare qualifying age. [24] . Furthermore, ACS typically presents as NSTEMI and unstable angina in females compared to STEMI in males which can account for differences in immediate PCI use [15] . Despite these guidelines, placement of PCI is primarily based on clinical judgement, and in some scenarios the risks of the procedure may outweigh the benefits when evaluating overall health and comorbidities in the elderly. Finally, data has emerged that patients with Medicaid and self-pay insurance present later to the emergency room than patients with Medicare, delaying treatment and increasing the risk of morbidity and mortality [25] .
The limitations of the current study include those inherent to large administrative databases, such as errors in coding and sampling. Immediate post-operative complications were apparent in the NIS database; however, readmissions for a complication of undergoing PCI were not identifiable, likely resulting in an underestimation of the actual complication rates. Of note however, this limitation would apply to all groups, and should not have altered the overall findings of this report. This limitation to in-hospital information without follow-up data could lead to long-term complications and mortality after hospital discharge not being captured in this study. Another potential limitation of this study design is the presence of comorbidities, which were based on the presence of administrative codes within the NIS database and were not clinically confirmed. Participation in the NIS database is voluntary, and only selected centers participate in the registry. Further, timing of treatment relative to the qualifying event and the management or medications given to the patients is unknown. Despite these limitations however, the NIS includes data from 1000 different hospitals in the US and more than 700,000 patient records were obtained for this study, and is likely a diverse enough sample to be able to generalize across most US hospitals in terms of delivery of care.
Conclusion
OHCA is associated with high mortality and morbidity. Specialized cardiac arrest centers and updated post-OHCA management protocols allow for better risk stratification and have led to significantly reduced mortality in patients suffering CA. PCI provides significant survival advantage, and is performed most often in Caucasian males age >50
with private insurance, and less often in AA and Hispanics. Significant cultural, ethnic and socioeconomic barriers to PCI have been discussed in this study which warrants additional studies and resources to assure equity in access to this potentially life-saving therapy.
